espacenet Bibliographic data 



Page 1 of 



FREEZE-DRIED PREPARATION CONTAINING METHYLCGBALAMIN AMD 

PROCESS FOR PRODUCING THE SAHE 



PoWica«OK<!8te: 2004-1 M8 ^ EP1621202 <A1) 

S»««o«!: KATO AP!!7A [JP]; NOMURA TERUKO !JPj + f| EP1B212C2 (A41 

A W Hca»t{s>; ".is * L ; _ , , s . ; 0 - NOMURA TERUKO «g US20062472C3 (A 1 } 

I J}3 3 + ^KR200600T1S87 (A) 

C)a*sifta>ttorw f| CN1 784237 (A; 

■ t<A<$1M7m 

A$1\* 2 \v*Km3; fr;nre--> 

1 v 1 l-MO HS1K4-2S 

? > ' Csted documents: 

-S»ro p6fto; A !K9 IS A61K31 714 AB1K47/02 P » 65113721 (A 

LJ JP531 52:527 (A. 

»v »tto» »« - 2 5 20040506 0?! JP81 36837 (A) 

;\v-<ti, nu— .-n-.) JP ' El JP1 021 8775 ;A) 



JSiract Of WO 2004098614 (At ! 




jgar aicofcof. 

Dala Svppwd from ihe e-wscenst asteba^ — Wa:1dwicte 



http://V3.espaceneLconi^ 4/9/201 



(i9)is»a«iBf*ttaiiia 



lllllllllllllllllllllllllllllllllllllllllllll 



(43) mi&'AMB 
2004 ^11 ^ 18 B (18.11.2004) 



PCT 



(10) SIS&NIVft 

WO 2004/098614 Al 



PCT/JP2004/005973 
2004^5^ 6 0 (06.05.2004) 
0*t§ 
0*tS 



(5i) mmmftm 1 : a6ik 31/714, 

47/10, 47/26, A61P 25/00 

(21) rnmmmm^: 

(22) B BUB El: 

(25) mmmmowm: 

(26) BKt&M0tS: 

(30) fiftffx-*: 

4#JM2003-129251 2003 *f 5 £ 7 0 (07.05.2003) JP 

(71) mmx(*m£&<±x<nt%i£miz'Di\x): x— y 

-f^iE^fl: (EISAI CO., LTD.) [JP/JP]; t 1128088 S 
m«SXSE^5JII 4-6-1 OTokyo(JP). 

(72) 3eW#;fc«fctf 

. (75) 3EW#/UliX(*BI="3L*r<D*-):ai»3Ra(KATO, 
■ Akira) [JP/JP]; f 5016195 ift ^ftE ftfBJH ftHrtt^Hr 
= 1 x— 9 f -r«ta#ajll*««WSEBfrtGifu(JP).S 



W (NOMURA, Teruko) [JP/JP]; T 5016195 lSm» 

^AffijilABitt^mri x— * -fftassa JHASffl 

Sf^FJfft Gifu(JP). 

(74) ttS A: SIS , n(INABA, Yoshiyuki et al.); T 
1066123 KjR^itlETv** 6-1 0-1 7\**t:;uX 
S^^-aSPgTMI *g£;£*t*^FJf Tokyo (JP). 

(81) »SB(«*a>/j:^Ry, ±T<oaSODBrtffia*« 
RTftl;: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
BW, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) «3£B(*ss©&iMBy, ±xommo>fc®&w.tf-si 

t£j: AR1PO (BW, GH, GM, KE, LS, MW, MZ, NA, SD, 



1 § 



00 
ON 




A . .INTENSITY (cps) 
B...26 (DIFFRACTION ANGLE) 
(57) Abstract: Freeze-dried preparations comprising methylcobalamin in high content, which excel in aging stability and can be 
used in high-concentration therapy of methylcobalamin. In particular, freeze-dried preparations comprising methylcobalamin or 
a pharmacologically acceptable salt thereof and an excipient, wherein the excipient is at least in amorphous form. Further, the 
freeze-dried preparations are characterized in that when the excipient contains sugar and sugar alcohol, the excipient in amorphous 
form is contained in an amount of at least 20 wt.% based on the total weight of sugar and sugar alcohol. 
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[oooi] *%wte, ffimmmMmmkmmmmtLX(D^;v^yvs$:^~rz>, mm 

[ooo2] ^mm'mmmtmn, Km-^m-mm^-^fD^^wtu s»tt 
±.&mm^-vyuw, T{twm~^-vymwm7i~&mB-?w, als( 

amyotorophic lateral sclerosis) tW^tl, ^MRXJ±B(DWW)WMmM^ 

[0003] ffimmmmmbmzzommtmwztir&b'f, zomxmtmzbttAs 
[0004] mn, \^<Dmmmtm(D\m\^w^ ^^yvy^m^^-r 

mmmmmmimifrmmkvx, ^^^vvymm^mnm^^mm 
[0005] Kb<Dwmft&mm<Dmmte&vz^^'*7Vs<D&^mn, mm, o. 5 

-1. 5mg/l Rt?fo5 0 

[0006] L^LftrtSfc, #^5«&tt», ^/-/K ^a«/]<Xiiir«^»^ 
tt, 15-50ml/T^yyKD^^-/V3/^^V«-^fe5f-fe(C N 3t^f4W# 

^m^<Dmmmmxm^h\mm^<Dm£tmmx^t^mm^i)^m 
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mmmmn, mo^m^v^^i-m^^v^mmm^mvx, ±tc 

m\^u^(D^m'mom^nmM^<DmM^m(D^m^^xmm^^ 

#f^Kl:#r^¥lO-218775-^- 

#fF»3 : #^§63-3137^- 
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[0017] ^mm^mmm^mmnm^L^mmi^^ mmmummR 
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[0019] ^mm^mmwmmmmm^Limm\^ti\^mtmr^-M^ 

y^h-^h^zb^mb-r^ 
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£tiZt>Y}"e\*ftWK MxJf , WMbLXli, y*>v^-^ y/WY—zJg^ 
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<D£o?mmM%,&mzfccxmMLxh&\ 
[0056] ^mmm^wmtimM(DmM^±.^^tM^ xmmmm^±m 
^ztMc, mmtmmthxtfy^uy^~/u s ^j^vy^tmf^ s 

It #BffittlJ bVXT$V y/w<- KtfVttis^v ytfV ^*yy°u t°yyjfy=i - 
/K tfV^yymfctTy-m, ±xtty^yWty/^~?y?£¥frmfhti& 0 &tt, 

*mmzmmmtmmM<Dmmi±mmmtLx\z, ?wm. *yyv-7K v?v 
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m^*yy*yy7j?\'$t£¥*m^xmmm*'iTDo ik^x\ iifi^/^r 
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m$.^(D^;V^7%-y(Dmm5., 0. 5mg/ml-50mg/mlT*fo^ 
IX lmg/ml— lOmg/mlffef?, £^£?^L<te, 2. 5mg/ml-7. 5mg/mlT'fo3 
0 IKJF^IJ^MSfi, ilSt, Omg/ml-200mg/mlT*&!5 % #£1X13:12. 5mg/ 
ml-lOOmg/ml-efe^, $k&z:#£L<te25mg/ml~50mg/ml-e&3 3 
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WO 2004/098614 



10 



PCT/JP2004/005973 



[0065] rcD^O.T#^3*3PJ«3^^ 
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&x®M,\znmMu wmum<Dmmnmm-t^t^x^ 0 

[oo67] ^mMKmmmmmm^nmm^tzmmix nm&mL strmmL m 
z c ^(D&M^M%7kximimxm*Ltcmn^ftfc%mxhz 0 z<dh&, mm 

^(D^/V^/^yVs^m-i, ^j5mg/ml"50mg/ml-e&D, 0*L<fi5mg/ 
ml"25mg/mlt s &D, $fc^*L<fil0mg/ml-15mg/ml"e&5o W^J^g 
fifi, Omg/ml— 100mg/mlt?3b?) N $fSL<fil2. 5mg/ml*^75mg/mll?&!9, 
^fc^$f^L<fi25mg/ml"50mg/mlT*fe-5o 
[0068] ^ M5&^S£^3J<»mico V ^Tf£ K -T 5 C #38 K mfc CtSgc^f^ fi 

[oo69] ^mmxn, m^mmk<D^\^m^ti^ ^^^yvy^wMmmm 
mz^TM^mu 5°c-4o°c©i5H^^jitm/cfait#H^;TW*#-r6o 
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5%&.±r^h^ttm^L\\ 4o°c^6^ m&&Litw&K&^xi>, m& 

[oo7i] ^mm^T^mmim^^x^himm^mm-f&AK *mm<vmm^^ 
[oo72] mmm 

[0073] ^;^^V(^p w p^^3/WV:^-ifV(ft)M)0. 5%(w/v) WW 
3^2. 5%(w/v)£?I^Lfctt&»£j«U 4ffi«M^To/t^, 

[0074] Jrf^^Mft, mitp^-t^n— ^t^y^b-/^t(D^itlL^6^, 100ml 

^«100ml(C^5J:5(^^*»^Pb^ o 
[0075] BU^^^Srl8ml/Vr/V^5mlTo^*U ^M^-55°C, 3H#ffi 

, l&fSJfe-lOt, 24^1(0. lmbarh 2&&&25t\ 36R#NI(0. 02mbar)-?$C 

[0076] it^Mi^ux, mu^-r^>=-h~/^<D^m^MtLx^'r^w^ 

[0077] »l3tM2 

;l/3/^^(^ n n p^^f 3/^;V:x^-f ^ (f )g) 0. 5%(w/v)^ WW 
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[0078] Mtfc^n, m2^\^'f^^^t^=-Y—JVt(DU^\tK^ J M:, 100ml 

[0079] ffjM^«18ml/WT/H^5ml-f oftftU ««-55°C, 3B£K 

, l&ffc^-lO'C, 240^^(0. lmbarh 2&$y&25lC, 36^(0. 02mbar) 

[0080] ^c*3, JfcffcM2£l/C, H2^^-f^^h-/KZ)^«Mi:LT^^r^^^ 

[0081] $l5tM3 

w i bmmo^mcx, wmtmrnm^mmLtc mmm hm2)„ 

[0082] jfcUEM3tUT, H3(c^-r^^b-/^w^^KMtLT^i-5t*lt^: 

[0083] wtm^ 

mMMbLX, ytY-^b^y-Y-ivbtDWLfrm*. M^WJI^tJ^S^V 

m<D&mz.X, MWI^IlLf: (M» 3&tfl4) 0 
[0084] ifc|fcM4£LT, 04^^1^^b-/l^©^«»J^LT^1^iS^?t 

[0085] U&\5 
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o. 5g<D^/p^<7^&mtmffim^^mMu mmmm, ioomi>x77 

5ml-f o^EifiU ©3tMli:|W]^#^-C«»$*T, T^/^/^y^JO^ 
?tSWJ^r#fc(^JiMl5) 0 
[0086] M5tM6 

1000ml©tf— ^^7^b-^25g^i9^i9 N 800ml©£ttffl7RTl£$f £*5 0 rtl 

w^nm^x^^/^<y^^wmmmmmtz(mmmi6) 0 
[oo87] mtmi 

100mllf-#^^h-*12. 5gSr4«9tl9 N ^b^LTcD^^fcKM^lg^SO 

^lJ^#fc(HiiMl7) 0 
[0088] M5tM8 

100mlcD#tf— 7:?f— ^jfr^fr, 12. 5g&mkV, f 
fefflitLT*3V^pH7. 0cDlmMy^|I«80ml-I:«$tt o »5tM0. 
5g(7)^^3/^^^#^«^i^P^, fef|#g|L, ^¥W^100ml^ 
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^77MC5mlTo;fejSU «^-55°C, 3B#Hfl, 1^»-10°C, 24B#^(0. 1 
mbarK r#cS£j!ft25 , C % 36^(0. 002mbar) O^jt^T^^^iirT, ^ 

[0089] [f*#gc£'l4©M] 

*fc«J£, 5 C C, 25°C&04O°C(7>Efi»-ei^ r^f*l?Lfc 0 f*#$C^?£#«J£ 

[0090] HPLc##ftt, TEw^#-e^^/^^^^fi^sy^L/c 0 

HPLCf^ 

: hydrosphere C18, S-5 ji m, 250 x 4. 6 mm I.D. 
&W}fa:T±b~bl)/WO. 02mol/L y V^llW(pH3.5)/l-^i^^/^y^ 
h!;^^ (2/8/3. 8, v/v/w) 

DiJyJ>mM 40°C, D^-VfjvmS. 8°C, 3)tt lmL/min 
4)M^ m«^«ff(aijfe«:266nm) 

[0091] = 

^/l^/^^t-^ffift) /({*#Btj^^t°-^ffi»)} x 100 
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f*#tfj©»j^ 5°c, 25 c c, 4o°c<Dmnmx»<Disrnimmm\^"x, mmm 

[0094] BMm^tDMfem^UT^^r. 

XB : Cu K-alphal/30kV /40mA 
dt=.ir**-# : RINT2000ffiM^'=^-^ 

ISS^Uyh:l/2deg 
»SUyyh:l/2deg 
^fe^yyMO. 15mm 

^^>^t°— K:2° /min 

«tt:2e/0 
^|Eia:5"40 o 

4b\Hl3 + W(a), (bh (c), (d)^t5(c)«,®3tMl^«Ml,«M3-5& 
[0095] 05&OT6<^^ib^v^ 
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[0098] nMmi5-19<DV^7^ 60°C, 1^ ©f##^m-T^#3c£'l4£fF 

[0099] 07S:t;i2|8{i, W^J?S^tLT©7^h-^/^^h-^^fJ^^ 
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